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Introduction
In current guidelines, patients undergoing ablation for atrial fibrillation should receive systemic anticoagulation at a therapeutic level prior to the ablation procedure for a minimum of 3 weeks and a minimum of 2 months after the ablation. [1] The Danish guidelines recommend vitamin K antagonists (VKA) as only accepted anticoagulation therapy for ablation for atrial fibrillation.
[2] Regardless of post-ablation atrial fibrillation status, patients with indication for anticoagulation therapy are advised to continue their anticoagulation therapy as if atrial fibrillation was still present. [1] In Denmark, dabigatran have since August 22 nd 2011 been available as an alternative to VKA in patients with non-valvular atrial fibrillation. Dabigatran is less challenging for patients and physicians, since coagulation monitoring and subsequent dose adjustments are not routinely required, no food restrictions apply and interactions with concomitant drugs are less relevant compared with VKA. [3, 4] As a consequence some patients will prefer dabigatran treatment over VKA and switched from VKA to dabigatran after the ablation procedure.
International guidelines recommend that a switch to dabigatran can be initiated once the INR is equal to or lower than 2.0. [5] These recommendations are derived from observations of the large phase III programs, in which about half of included patients were VKA experienced. [6] However, a shift from VKA to dabigatran could impose a risk of both thromboembolism and bleeding. The safety of switching from VKA to dabigatran therapy in post-ablation patients has never been investigated and safety data for this is urgently needed. The objective of this study was to examine if switch from VKA to dabigatran increased the risk of stroke, bleeding, and death in patients after ablation for atrial fibrillation.
Method
In Denmark, all residents are at birth or immigration provided with a permanent and unique civil registration number that enables individual-level linkage between administrative registries. [7] The Danish National Patient Register holds information on all hospitals visits of both in and out patients in Denmark since 1978. Each hospitalization is at discharge coded with one primary and, if appropriate, one or more secondary diagnosis codes according to the Interna- 
Study cohort and follow up
All Danish patients with non-valvular atrial fibrillation undergoing ablation for atrial fibrillation between August 22 nd 2011 and December 31 st 2015 were identified. In order to avoid measuring post procedure complications patients were finally included 30 days after the ablation date, which was defined as the inclusion date. All patients who received an additional ablation, died or were not in VKA treatment at the inclusion day were excluded. All patients were allocated to either the VKA group for those who stayed in VKA treatment or the dabigatran group for those who shifted from VKA to dabigatran in the follow-up period. Patients were followed from inclusion date until the date of a study outcome, date of switch to apixaban or rivaroxaban, date of switch from dabigatran back to VKA, last day of anticoagulation treatment or the end of study March 1 2015, which ever came first. To avoid misclassifying small gaps between prescriptions as treatment discontinuation a grace period of 30 days between prescriptions was offered. Patients in the dabigatran group were identified as prior users if they had been on dabigatran within six months prior to ablation date, the rest of the patients were identified as de novo users.
Comorbidities and concomitant medication
Comorbidities were identified using ICD-10 codes for: stroke, heart failure, cancer, acute coronary syndrome, ischemic heart disease, chronic obstructive pulmonary disease, chronic kidney disease, liver disease, alcohol abuse, bleeding, and vascular disease. Claimed drug prescriptions were used to identify, acetylsalicylic acid, ADP receptor inhibitors, RAS inhibitors, beta blockers, calcium channel blockers, amiodarone, digoxin, flecainide, spironolactone and NSAID use. Hypertension was defined from the use of at least two classes of antihypertensive drugs and diabetes was defined from the use of antidiabetic drugs. CHADS 2 , CHA 2 DS 2 -VASc and HAS-BLED scores were calculated from comorbidities and drug use. NCSP codes were used to identify prior Coronary artery bypass graft, and Percutaneous Coronary Intervention, ablation. (S1 Table) .
Study outcome
The study outcomes were hospital admissions with ischemic stroke, hemorrhagic stroke, bleeding, and all-cause mortality. These were investigated as both individual endpoints and as a composite of all individual endpoints (ischemic stroke, hemorrhagic stroke, bleeding, and allcause mortality).
Statistical methods
The demographic characteristics were described according to anticoagulation status on either the inclusion date (VKA group) or the day patients switch to dabigatran (dabigatran group). Categorical data was presented as counts with percentages, and statistical difference was tested using Chi-squared test and Fisher's exact test where appropriate. Continuous variables were presented as mean with standard deviations for normal distributed data, and as medians with interquartile range for non-normal distributed data, and statistical difference was tested using Student's t-test and Wilcoxon rank-sum test where appropriate. The study cohort characteristics were continuously updated with one-year splits on each calendar year, one-year age increase, and at dates of comorbidity onset. Incidence rates of all endpoints were calculated as number of events per 1,000 person years in both groups and the relative risk was calculated as incidence rate ratio (IRR) with 95% confidence intervals (95%CI) for dabigatran use with VKA as reference using a 
Results
From the 4,806 in ablations in the inclusion period (August 22  nd 2011 and December 31   st 2015), 4,236 (88%) were in VKA treatment 30 days after the ablation date and included in the study cohort. The minority (n = 470, 11%) switched to dabigatran in the follow up period leaving the majority (n = 3,766, 89%) in VKA treatment (Fig 1) . Patients in the dabigatran group were older, more often males, and had higher CHA 2 DS 2 -VASc and HAS-BLED scores ( Table 1 ). The follow up median time was 310 days with interquartile range 178 to 420 days. The incidence rates of ischemic stroke were equal between the two groups with am incidence rate per 1,000 person years of 11.2 (2.81-44.9) in the dabigatran group and 10.3 (7.79-13.7) in the VKA group. No statistical difference found between the two groups. Hemorrhagic stroke events were very rare with no events found with dabigatran, and an incidence rate per 1,000 person years of 3.65 in the VKA group. The incident rates of bleeding and death were almost twice as high in the dabigatran group compared with the VKA group. When adjusting for the individual risk factors included in the CHA 2 DS 2 -VASc and HAS-BLED scores, the multivariable analyses yielded an IRR (95%CI) of 1.64 (0.72-3.75) for bleeding and of 1.41 (0.66-3.00) for death associated with the dabigatran group, compared to the VKA group. The incidence rates of a composite event were almost twice as high in the dabigatran group compared with the VKA group. No significant difference found between the two groups with an IRR (95%CI) of 1.35 (0.80-2.29) (Fig 2) .
Patients with prior dabigatran use were older and had higher CHA 2 DS 2 -VASc and HAS-BLED score compared with de novo users of dabigatran ( Table 2 ). The incidence of the composite event was almost equal between the two groups. When adjusting for the individual risk factors included in the CHA 2 DS 2 -VASc and HAS-BLED scores, no significant difference in risk of the composite event was found between the dabigatran group and the VKA group with an IRR (95%CI) 0.90 (0.34-2.42) (Fig 3) . In the subgroup analyses, including only de novo dabigatran users the incidence rates were twice as high in the dabigatran group compared to the VKA group and in the adjusted analysis an non-significant difference of the composite event in the dabigatran group compared to the VKA group with an IRR (95%CI) of 1.63 (0.89-2.96) (Fig 3) .
In the subgroup analyses with a maximum of one year follow up period the results were largely the same as in the main analyses (Fig 2) . Only a very few patients (n = 57) started in 110mg bid dabigatran, but despite of this a significant increased risk of bleeding was found in this group with an IRR (95%CI) of 4.49(1.40-14.5). There was no risk of any events in 150mg bid dabigatran group.
Discussion
The main result of our study was that patients with non-valvular atrial fibrillation shifting from VKA to dabigatran after an ablation had approximately twice as high incidence rates of bleeding, and death compared to patients continuing in VKA treatment. The higher incidence was mainly due to increased incidence rates of bleeding and death found in the de novo users of dabigatran and in the patients treated with 110 mg bid dabigatran. These patients were in Risk of Stroke and Bleeding after Switch from Vitamin K Antagonist to Dabigatran general older and had more co-morbidities. Amiodarone increases plasma levels of both dabigatran and VKA and therefore concomitant treatment with amiodarone and dabigatran should be carefully evaluated in patients at high risk of bleeding. Significantly more patients received amiodarone in the dabigatran group compared with the VKA group (926 (24.6) versus 143 (30.4), p = 0.007). In the multivariable analyses no significant differences were observed between the patients continued on VKAs and the patients shifted to dabigatran. Observational studies investigating risks associated with switch from VKAs to dabigatran are scarce and to the best of our knowledge, none exists with a study cohort of post ablation patients. Sørensen et al. (2013) investigated thromboembolic events and risk of bleeding in atrial fibrillation patients switching from VKA to dabigatran. Subgroups of both 110mg bid and 150mg bid dabigatran were investigated. [10] Similar to our results an increased risk of bleeding was found only in the 110 mg bid group and not in the dabigatran 150 mg bid group. This could suggest that the switch from VKA to dabigatran in itself was not a risk factor for bleeding, since the shift would be an equal risk factor in both groups. The increased risk could therefore be due to other predominant risk factors in the 110mg bid group, e.g. age 80 years and impaired renal function. [11] It would be unlikely that a lower dose dabigatran (110mg bid) would increase risk of bleeding compared to the high dose (150mg bid), since this would implicate a reciprocal dose-response bleeding risk. It would be unlikely that a lower dose dabigatran (110mg bid) would increase risk of bleeding compared to the high dose (150mg bid), since this would implicate a reciprocal dose-response bleeding risk. Dissimilar to our results the risk of stroke was increased among patients switching to dabigatran. There was no indication of an increased risk of stroke in our study. Larsen et al. (2014) also investigated risk of bleeding in atrial fibrillation patients switching from VKA to dabigatran. [12] They found no risk of bleeding for switchers to dabigatran 150 mg bid, HR (95%CI) of 0.80 (0.62-1.03) and 110 mg bid HR (95%CI) of 1.12 (0.90-1.41). Similar to our findings a no significant bleeding risk was found in switchers to dabigatran 150 mg bid, but when switching to 110mg bid an increased risk of bleeding was found in our study. The main difference between the our and the study by Larsen et al. is our study cohort was a post ablation cohort. Bouillon et al. (2015) investigated the risk of bleeding in a case control study matching patients switching from treatment with a VKA to a non-vitamin K antagonist oral anticoagulant (NOAC) with patients who continued VKA treatment. No significant difference in bleeding risk was found when patients switched from VKA to dabigatran (HR 0.78, 95% CI 0.54-1.09) [13] . In the subgroup of de novo and prior dabigatran users in our study, no significant difference in the risk of a composite event was found with either the de novo dabigatran users, or the prior dabigatran users. The subgroup analyses of patients in the 110mg bid dabigatran group relied on a very low number of patients (n = 57). The results from these subgroup analyses Incidence rate ratios of ischemic or hemorrhagic stroke, myocardial infraction, bleeding, death, and a composite of these. Legend: Prior dabigatran users defined as dabigatran use prior to ablation. De novo dabigatran users defined as no dabigatran use prior to ablation. One year follow up defined as follow up time for a maximum time of 1 year after ablation. 110 mg dabigatran bid defined as prescribed with 110mg dabigatran at switch date. 150mg dabigatran bid defined as prescribed with 150mg dabigatran at switch date. Composite is a combined endpoint of ischemic and hemorrhagic stroke, bleeding, and death. All patients with prior events of the investigated endpoint were excluded in the analysis. Models were adjusted for: components in CHA2DS2-VASc and HAS-BLED doi:10.1371/journal.pone.0161768.g003
should therefore be interpreted with large caution. On the other hand the IRR (95%CI) for a composite event was 2.36 (0.96-5.80) in the 110mg bid group compared to the IRR (95%CI) of 1.07 (0.55-2.07) in the 150mg bid group. This suggests that the composite events in the dabigatran group originated from the 110mg bid subgroup and not the 150mg bid dabigatran group.
Strengths and limitations
One major limitation of this study is inherent in the observational nature of our study where confounders and risk factors may have influenced our results. These unmeasured risk factors could very well have been predominant in the de novo subgroup and in the 110mg bid subgroup. The strength of this study is the completeness of data with a nationwide unselected cohort of ablation patients. The register data used have previously been validated [14] [15] [16] [17] . Immortal time bias was avoided in the dabigatran group, because all patients were at risk from the inclusion date and during follow up.
Conclusion
Shifting to dabigatran after ablation was associated with twice as high incidence of bleeding compared to patients continuing VKA treatment. A significantly increased risk of bleeding was found in in patients treated with 110mg bid dabigatran, but not for 150mg bid. Since there was no dose-response for bleeding the switch from VKA to dabigatran was in itself, not a risk factor for bleeding.
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